We claim: 



1 . method of treating cellular proliferative diseases comprising 

administering a\ompound chosen from the group consisting of: 




wherein: 

R, is chosen from hydrogen, alkyl, aryl, alkylaryV heteroaryl, alkylheteroaryl, 

substituted alkyl, substituted aryl, substitute! alkylaryl, substituted heteroaryl, 
and substituted alkylheteroaryl; 
R 2 and R 2 ' are independently chosen from hydrogenAlkyl, oxaalkyl, aryl, alkylaryl, 
heteroaryl, alkylheteroaryl, substituted alkyl, substituted aryl, substituted 
alkylaryl, substituted heteroaryl, and substitu^dj^lheteroaryl; or R 2 and R 2 ' 
taken together form a 3- to 7-membered ring; 
R 3 is chosen from hydrogen, alkyl, aryl, alkylaryl, heteroar^Alkylheteroaryl, 

substituted alkyl, substituted aryl, substituted alkylaA, substituted heteroaryl, 
substituted alkylheteroaryl, oxaalkyl, oxaalkylaryl, sub^ti tuted oxaalkylaryl, 
R l5 0- and R, 5 -NH-; 
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R 3 . isWsen from hydrogen, alkyl, aryl, alkylaryl, heteroaryl, alkylheteroaryl, 

ibstituted alkyl, substituted aryl, substituted alkylaryl, substituted heteroaryl, 
substituted alkylheteroaryl, and R 15 -NH-; 
R 3 „ is chosentfrom alkyl, aryl, alkylaryl, heteroaryl, alkylheteroaryl, substituted alkyl, 
5 substituted aryl, substituted alkylaryl, substituted heteroaryl, and substituted 

alkylheterWyl; 

R< is chosen from hVlrogen, alkyl, aryl, alkylaryl, heteroaryl, alkylheteroaryl, 

substituted alkV, substituted aryl, substituted alkylaryl, substituted heteroaryl, 
substituted alkylheteroaryl, and R 16 -alkylene-; 
1 0 R 5 , R6, R 7 and R 8 are independently chosen from hydrogen, alkyl, alkoxy , halogen, 
fluoroalkyl, nitro, diaWlamino, alkylsulfonyl, alkylsulfonamido, 
sulfonamidoalkyl, sulfonamidoaryl, alkylthio, carboxyalkyl, carboxamido, 
aminocarbonyl, aryl and hmeroaryl; 
R IS is chosen from alkyl, aryl, alkylLl, heteroaryl, alkylheteroaryl, substituted alkyl, 
1 5 substituted aryl, substituted al\laryl, substituted heteroaryl, and substituted 

alkylheteroaryl; 

R 16 is chosen from alkoxy, amino, alkylarJ^o, dialkylamino, N-heterocyclyl and 
substituted N-heterocyclyl. 



20 



2. A method of treating a disorder\ssociated with KSP kinesin activity 
comprising administering a compound chosen frdrn the group consisting of: 
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and 

wherein: 

R, is chosen from hyd\gen, alkyl, aryl, alkylaryl, heteroaryl, alkylheteroaryl, 

substituted alkyl\ubstituted aryl, substituted alkylaryl, substituted heteroaryl, 
5 and substituted alky&eteroaryl; 

R 2 and R 2 ' are independently\hosen from hydrogen, alkyl, oxaalkyl, aryl, alkylaryl, 
heteroaryl, alkymeteroaVl, substituted alkyl, substituted aryl, substituted 
alkylaryl, substituted heterbaryl, and substituted alkylheteroaryl; or R 2 and R 2 ' 
taken together form a 3- to 7Wmbered ring; 
10 R 3 is chosen from hydrogen, alkyl, arV alkylaryl, heteroaryl, alkylheteroaryl, 

substituted alkyl, substituted arylWbstituted alkylaryl, substituted heteroaryl, 
substituted alkylheteroaryl, oxaalk\ oxaalkylaryl, substituted oxaalkylaryl, 
R ls O-and R 15 -NH-; 
R 3 , is chosen from hydrogen, alkyl, aryl, alkylaWl, heteroaryl, alkylheteroaryl, 
15 substituted alkyl, substituted aryl, substituted alkylaryl, substituted heteroaryl, 

substituted alkylheteroaryl and R 15 -NH-; 
R 3 .. is chosen from alkyl, aryl, alkylaryl, heteroaryl, fclheteroaryl, substituted alkyl, 
substituted aryl, substituted alkylaryl, substitute^heteroaryl, and substituted 
alkylheteroaryl; 

20 R, is chosen from hydrogen, alkyl, aryl, alkylaryl, h^Ky^k alkylheteroaryl, 

substituted alkyl, substituted aryl, substituted alkyfe^gubstituted heteroaryl, 
substituted alkylheteroaryl, and R 16 -alkylene-; 
R 5 , R,;, R 7 and R 8 are independently chosen from hydrogen, alkyl alkoxy, halogen, 
fluoroalkyl, nitro, dialkylamino, alkylsulfonyl, alkylsulfonWdo, 

25 sulfonamidoalkyl, sulfonamidoaryl, alkylthio, carboxyalkylWboxamido, 
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aminocarbonyl, aryl and heteroaryl; 
l\is chosen from alkyl, aryl, alkylaryl, heteroaryl, alkylheteroaryl, substituted alkyl 
substituted aryl, substituted alkylaryl, substituted heteroaryl, and substituted 
lkylheteroaryl; 

5 R, 6 is chosen from alkoxy, amino, alkylamino, dialkylamino, N-heterocyclyl and 



3 . ^ method of inhibiting KSP kinesin comprising contacting KSP 
kinesin with a coVpound chosen from the group consisting of: 



10 



15 




wherein: 

R, is chosen from hydrogen, alkyl, aryl, alkylaryl, heteroaryl, alkylheteroaryl, 

substituted alkyl, substituted aryl, substituted al^laryl, substituted heteroaryl, 
and substituted alkylheteroaryl; 
R 2 and R 2 ' are independently chosen from hydrogen, al^Waalkyl, aryl, alkylaryl, 
heteroaryl, alkylheteroaryl, substituted alkyl, sWituW aryl, substituted 
alkylaryl, substituted heteroaryl, and substituted alkylheteroaryl; or R 2 and R 2 ' 
taken together form a 3- to 7-membered ring; 
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, is chosen from hydrogen, alkyl, aryl, alkylaryl, heteroaryl, alkylheteroaryl, 

substituted alkyl, substituted aryl, substituted alkylaryl, substituted heteroaryl, 
substituted alkylheteroaryl, oxaalkyl, oxaalkylaryl, substituted oxaalkylaryl, 
^O-and R 15 -NH-; 

R 3 . is chosen from hydrogen, alkyl, aryl, alkylaryl, heteroaryl, alkylheteroaryl, 

substituted alkyl, substituted aryl, substituted alkylaryl, substituted heteroaryl, 

substituted alkylheteroaryl and R, 5 -NH-; 
R 3 .. is chosen froXlkyl, aryl, alkylaryl, heteroaryl, alkylheteroaryl, substituted alkyl, 

substituted a$L substituted alkylaryl, substituted heteroaryl, and substituted 

alkylheteroaryl; 

R, is chosen from hydro geV alkyl, aryl, alkylaryl, heteroaryl, alkylheteroaryl, 

substituted alkyl, substituted aryl, substituted alkylaryl, substituted heteroaryl, 

substituted alkylheteroarVl, and R, 6 -alkylene-; 
R 5 , R*, R 7 and R 8 are independentkchosen from hydrogen, alkyl, alkoxy, halogen, 

fluoroalkyi, nitro, dialkylammo, alkylsulfonyl, alkylsulfonamido, 

sulfonamidoalkyl, sulfonamidoW alkylthio, carboxyalkyl, carboxamido, 

aminocarbonyl, aryl and heteroaryk 
R IS is chosen from alkyl, aryl, alkylaryl, heiWryl, alkylheteroaryl, substituted alkyl, 

substituted aryl, substituted alkylaryl,\bstituted heteroaryl, and substituted 

alkylheteroaryl; 

R I6 is chosen from alkoxy, amino, alkylamino, |ial|lanuno, N-heterocyclyl and 
substituted N-heterocyclyl. 
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4. A method according to claim 1, 2 or 3 wherein 
R, i§ chosen from hydrogen, alkyl, aryl, substituted alkyl, substituted aryl, heteroaryl, 
substituted heteroaryl, alkylaryl, substituted alkylaryl and substituted 
Hcylheteroaryl; 
R 2 is chosen from hydrogen, alkyl and substituted alkyl; 
R 2 ' is hydrogen; 

R 3 is chosen froW alkyl, substituted alkyl, alkylaryl, heteroaryl, aryl, substituted aryl, 
substituted\ereroaryl, substituted oxaalkylaryl R, 5 0- and R 15 -NH-; 

R 4 is chosen from alkV aryl, alkylaryl, alkylheteroaryl, substituted alkyl, substituted 
aryl, and R 16 -al^lene-; 

R s is hydrogen; 

Rg, R 7 and R 8 are independently chosen from hydrogen, halogen, methyl and 

trifiuoromethyl; 
R 15 is chosen from alkyl, aryl ancfWbstituted aryl; 

R lfi is chosen from alkoxy, amino, Vylamino, dialkylamino and N-heterocyclyl. 



5. A method according to ckim 4 wherein the stereogenic center to which 



R 2 and R 2 . are attached is of the R configuration. 



6. A method according to claim l\ or 3 comprising administering a 
compound of formula: 



R 2 




R2 " 



vs. 



-Re 



Rs 



Ra 
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7. A method according to claim 6 wherein R, is chosen from hydrogen, 
loVer alkyl, substituted lower alkyl, benzyl, substituted benzyl, phenyl, naphthyl and 
substituted phenyl. 

A method according to claim 7 wherein R, is chosen from hydrogen, 
ethyl, pr\yl, methoxyethyl, naphthyl, phenyl, bromophenyl, clilorophenyl, 
methoxypBtenyl, ethoxyphenyl, tolyl, dimethylphenyl, chorofluorophenyl, 
methylchlorVhenyl, ethylphenyl, phenethyl, benzyl, clilorobenzyl, methylbenzyl, 
methoxybenzA tetrahydrofuranylmethyl and (ethoxycarbonyl)ethyl. 

9. A method according to claim 6 wherein R 2 is chosen from hydrogen, 
10 lower alkyl and substituted lower alkyl, and R 2 ' is hydrogen. 

10. A memodWcording to claim 9 wherein R 2 is chosen from hydrogen, 
methyl, ethyl, propyl, metVlthioethyl, aminobutyl, (CBZ)aminobutyl, 
cyclohexylmethyl, benzyloxVethyl, methylsulfinylethyl, methylsulfmylmethyl, 
hydroxymethyl, benzyl and indfidylmethyl. 

15 ii. a method according\o claim 6 wherein R 3 is chosen from C,-C 13 

alkyl; substituted lower alkyl; phenAnaphthyl; phenyl substituted with one or more 
halo, lower alkyl, loweralkoxy, nitro, catt>oxy, methylenedioxy or trifluoromethyl; 
biphenylyl; benzyl; phenoxymethyl; halophenoxymethyl; phenylvinyl; heteroaryl; 
heteroaryl substituted with lower alkyl; and\enzyloxymethyl. 



20 12. A method according to claim 1 1 Vherein R 3 is chosen from ethyl, 

propyl, chloropropyl, butoxy, heptyl, butyl, <^ylVidecanyl, (ethoxycarbonyl)ethyl, 
dimethylaminoethyl, dimethylaminomethyl, phe^^aphthyl, halophenyl, 
dihalophenyl, cyanophenyl, halo(trifluoromethylWenVl, chlorophenoxymethyl, 
methoxyphenyl, carboxyphenyl, ethylphenyl, tolyl^phfcnylyl, 

25 methylenedioxyphenyl, methylsulfonylphenyl, memdKycMorophenyl, 

chloronaphthyl, methylhalophenyl, trifluoromethylphenyl, Butylphenyl, pentylphenyl, 
methylnitrophenyl, phenoxymethyl, dimethoxyphenyl, phenyMnyl, 
nitrochlorophenyl, nitrophenyl, dinitrophenyl, bis(trifluorometlM)phenyl, 
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bdtazyloxymethyl, benzyl, furanyl, benzofuranyl, pyridinyl, indolyl, methylpyridinyl, 
quiftplinyl, picolinyl, pyrazolyl, and imidazolyl. 

13. A method according to claim 6 wherein R 3 is R, 5 -NH- and R, 5 is 
chosen fr\m lower alkyl; cyclohexyl; phenyl; and phenyl substituted with halo, lower 
alkyl, lowe\alkoxy, or lower alkylthio. 

14. VS. method according to claim 1 3 wherein R, s is chosen from isopropyl, 
butyl, cyclohexyl phenyl, bromophenyl, dichlorophenyl, methoxyphenyl, 
ethylphenyl, tolyl\rifluoromethylphenyl and methylthiophenyl. 

15. A metnpd according to claim 6 wherein R, is chosen from lower alkyl, 
substituted lower alkyl\cyclohexyl; phenyl substituted with hydroxy, lower alkoxy or 
lower alkyl; benzyl; hete\arylmethyl; heteroarylethyl; heteroarylpropyl and R 16 - 
alkylene-, wherein R 16 is a\ino, lower alkylamino, di(lower alkyl)amino, lower 
alkoxy, or N-heterocyclyl. 

16. A method according to claim 1 5 wherein R4 is chosen from methyl, 
ethyl, propyl, butyl, cyclohexyl, cWxyethyl, carboxymethyl, methoxyethyl, 
hydroxyethyl, hydroxypropyl, dirkthylaminoethyl, dimethylaminopropyl, 
diethylaminoethyl, diethylaminopropVl, aminopropyl, methylaminopropyl, 2,2- 
dimethyl-3-(dimethylamino)propyl, l-\yclohexyl-4-(diethylamino)butyl, aminoethyl, 
aminobutyl, aminopentyl, aminohexyl, Linoethoxyethyl, isopropylaminopropyl, 
diisopropylaminoethyl, l-memyl-4-(dieth\amiiao)butyl, (t-Boc)aminopropyl, 



25 



hydroxyphenyl, benzyl, methoxyphenyl, m^hylmethoxyphenyl, dimethylphenyl, 
tolyl, ethylphenyl, (oxopyrrolidinyl)propyl, (rWhoxycarbonyl)ethyl, 
benzylpiperidinyl, pyridinylethyl, pyridinyhrothyl, morpholinylethyl, 
morpholinylpropyl, piperidinyl, azetidiny^^^etidinylpropyl, pyrrolidinylethyl, 
pyrrolidinylpropyl, piperidinylmethyl, pipe^u^lm.imidazolylpropyl, 
imidazolylethyl, (ethylpyrrolidinyl)methyl, ^etiiy Wrrolidinyl)ethyl, 
(methylpiperidmyl)propyl, (methylpiperazinyl)pr%)yl)if 
indolylethyl. 
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lylmethyl and 



10 
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17. A method according to claim 6 wherein 
is chosen from lower alkyl, benzyl, substituted benzyl and substituted phenyl; 
R 2 \chosen from hydrogen, alkyl, substituted lower alkyl and benzyl; 
R 2 ' is iWdrogen; 

R 3 is choW from substituted phenyl and naphthyl; 
R 4 is chose\from substituted alkyl and R 16 -alkylene-; 
R 5 is hydrogekor halo 
Rg is hydrogen, kethyl or halo; 
R 7 is hydrogen, halb, methyl or trifluoromethyl; 
R 8 is hydrogen or hale 
R l6 is chosen from di(ldWer alkylamino), (lower alkyl)amino, amino, N-heterocyclyl 
and substituted N-Werocyclyl. 



Fa 



18. A method according to claim 1 , 2 or 3 wherein 
15 R x is benzyl or halobenzyl; 

R 2 is chosen from ethyl and propyl;^ 

R 2 5 is hydrogen; 

R 3 is substituted phenyl; 

R 3 , is substituted phenyl; 
20 R 3 » is substituted phenyl; 

R< is (CH 2 ) m OH or (CH 2 ) p R I6 wherein m is 2^>r 3 and p is 1-3; 

R 5 is hydrogen; 
is hydrogen; 

R 7 is halo; 
25 R s is hydrogen; 

R 16 is chosen from amino, propylamino, and azetidinyl. 



30 



19. A method according to claim 1 8 whereir 
which R 2 and R r are attached is of the R configuration. 



sreogenic center to 



20. A method according to claim 1, 2 or 3 comprising ^ministering a 
compound of formula: 
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according to claim 20 wherein: 

R, is chosen from hydrogen, lower alkyl, substituted lower alkyl, benzyl, substituted 

benzyl, phenyl, naphthyl and substituted phenyl; 
R 2 is chosen from hydrogen\wer alkyl and substituted lower alkyl and R a ' is 
hydrogen; 

R 3 , is chosen from C r C l3 alkyl; phenyl; naphthyl; phenyl substituted with halo, lower 

alkyl, lower alkoxy, nitro, r^tliylenedioxy, or trifluoromethyl; biphenylyl, 

benzyl and heteroaryl; and 
R< is chosen from lower alkyl, substituted lower alkyl, cyclohexyl; phenyl substituted 

with hydroxy, lower alkoxy or loiter alkyl; benzyl; heteroarylmethyl; 

heteroarylethyl; heteroarylpropyl ank R 16 -alkylene, wherein 
R l6 is amino, (lower alkyl)amino, di(lower alk^amino, lower alkoxy, or N- 

heterocyclyl. 

22. A method according to claim 20 wherein 
R, is chosen from lower alkyl, benzyl, substituted befi&yl and substituted phenyl; 
R 2 is hydrogen or lower alkyl; 
R 2 ' is hydrogen; 

R 3 is chosen from substituted phenyl and naphthyl; 
R 4 is R 16 -alkylene- hydroxy lower alkyl or carboxy lo\ 
Rs and R 7 are chosen from hydrogen and halo; 
R 5 and R 8 are hydrogen; 

R 16 is chosen from di(lower alkylamino), (lower alkyl)amino, ammk piperidinyl, 



azetidinyl pyrrolidinyl and morpholinyl. 



23. A method according to claim 1, 2 or 3 comprising administering a 
compound of formula: 




24. A methodWxording to claim 23 wherein: 

R, is chosen from hydroge\ lower alkyl, substituted lower alkyl, benzyl, substituted 

benzyl, phenyl, naphtiWl and substituted phenyl; 
R 2 is chosen from hydrogen, loiter alkyl and substituted lower alkyl and R 2 ' is 

hydrogen; and 

R 4 is chosen from lower alkyl, cycl^hexyl; phenyl substituted with hydroxy, lower 
alkoxy or lower alkyl; benzyl ;Veteroarylmethyl; heteroarylethyl; 
heteroarylpropyl and R I6 -alkyleke, wherein R 16 is di(lower alkyl)amino, 
alkylamino, amino, lower alkoxy \r N-heterocyclyl. 

25. A method according to claim\3 wherein 
R, is chosen from lower alkyl, benzyl, substituted benzyl and substituted phenyl; 
R 2 is hydrogen or lower alkyl; 
R 2 ' is hydrogen; 
R 4 is R 16 -alkylene-; 

R 6 and R 7 are chosen from hydrogen and halo; 
R 5 and R 8 axe hydrogen; 

R 16 is chosen from di(lower alkylamino), (lower alkyl)a!^n£, amino, pyrrolidinyl, 
piperidinyl, imidazolyl and morpholinyl. 



26. A method according to claim 1, 2 or 3 comprising administering a 



compound of formula: 





27. A method according to claim 26 wherein: 

R, is chosen from hydrogek lower alkyl, substituted lower alkyl, benzyl, substituted 

benzyl, phenyl, napht^yl and substituted phenyl; 
R 2 is chosen from hydrogen, lo^er alkyl and substituted lower alkyl and R 2 ' is 
hydrogen; 

R 3 .. is chosen from C,-C 13 alkyl; subsWted lower alkyl; phenyl; naphthyl; phenyl 
substituted with halo, lower alkyiL lower alkoxy, nitro, methylenedioxy, or 
trifluoromethyl; biphenylyl; benzy Iknd heterocyclyl; and 
R* is chosen from lower alkyl, substituted lo^er alkyl; cyclohexyl; phenyl substituted 



with hydroxy, lower alkoxy or lower a^J; benzyl; substituted benzyl; 
heterocyclyl; heteroarylmethyl; heter^§^|hyl; heteroarylpropyl and R l6 - 
alkylene, wherein 

R 16 is di(lower alkyl)amino, (lower alkyl)amino, am^o^pwer alkoxy, or N- 
heterocyclyl. 
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28. A method according to claim 27 wherein 
r\s chosen from lower alkyl, benzyl, substituted benzyl and substituted phenyl; 
R 2 i^hydrogen or lower alkyl; 
R 2 ' is lWdrogen; 

R 3 „ is chosen from substituted phenyl, heterocyclyl and naphthyl; 
R 4 is choseW>m subtituted benzyl, heterocyclyl substituted lower alkyl and R l6 - 
alkyletfe-; 

Re and R 7 are chosen from hydrogen and halo; 
R 5 and R 8 are hydrogen; 

R 16 is chosen from dita>wer alkylamino), (lower alkyl)amino, amino, pyrrolidinyl, 
azetidinyl pipenWyl, imidazolyl and morpholinyl. 

29. A method according to claim 28 wherein 
R, is benzyl; 
R 2 is ethyl; 
R 2 ' is hydrogen; 

R 3 » is chosen from halophenyl, polykalophenyl, tolyl, dimethylphenyl, 

methoxyphenyl, dimethoxyphSbyl, cyanophenyl, trifluoromethylphenyl, 
trifluoromethoxyphenyl, bis(triftaomethyl)phenyl, carboxyphenyl, t- 
butylphenyl, methoxycarbonylpheriVl, piperidinyl and naphthyl; 

R4 is chosen from substituted benzyl, piperid^yl, hydroxy (lower alkyl) and R 16 - 
alkylene-; 

and R 7 are chosen from hydrogen and halo; 
R 5 and R 8 are hydrogen; 

R I6 is chosen from dimethylamino, amino, pyrrc^i^iM and piperidinyl. 

30. A method according to claim 1 or 2 wlte^in said disease or disorder 
chosen from the group consisting of cancer, hyperplasiaN^tenosis, cardiac 
hypertrophy, immune disorders and inflammation. 
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31. A compound chosen 



group consisting of: 
o 




wherein: 

R, is chosen from hydrogen, alkyl, aryl, alkylaryl, hetenWyl, alkylheteroaryl, 

substituted alkyl, substituted aryl, substituted alkylaryl, substituted heteroaryl, 
and substituted alkylheteroaryl; \ 

10 R 2 and R 2 5 are independently chosen from hydrogen, alkyl, \xaalkyl, aryl, alkylaryl, 
heteroaryl, alkylheteroaryl, substituted alkyl, substituted aryl, substituted 
alkylaryl, substituted heteroaryl, and substituted alkylheteroaryl; or R 2 and R 2 ' 
taken together form a 3- to 7-membered ring; \ 
R 3 is chosen from hydrogen, alkyl, aryl, alkylaryl, heteroaryl, alkytfieteroaryl, 

1 5 substituted alkyl, substituted aryl, substituted alkylaryl, subirtituted heteroaryl, 

substituted alkylheteroaryl, oxaalkyl, oxaalkylaryl, substituted oxaalkylaryl, 
R ls O-and R 15 -NH-; 
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R 3 .\s chosen from hydrogen, alkyl, aryl, alkylaryl, heteroaryl, alkylheteroaryl, 

substituted alkyl, substituted aryl, substituted alkylaryl, substituted heteroaryl, 
ibstituted alkylheteroaryl and R, 5 -NH-; 
R 3 .. is choW from alkyl, aryl, alkylaryl, heteroaryl, alkylheteroaryl, substituted alkyl, 
subsrkuted aryl, substituted alkylaryl, substituted heteroaryl, and substituted 
alkylheteroaryl; 

R, is chosen frorrUydrogen, alkyl, aryl, alkylaryl, heteroaryl, alkylheteroaryl, 

substituted\kyl, substituted aryl, substituted alkylaryl, substituted heteroaryl, 
substituted alKlheteroaryl, and R 16 -alkylene-; 
1 0 R 5 , Re, R 7 and R 8 are independently chosen from hydrogen, alkyl, alkoxy , halogen, 
fluoroalkyl, nitro, \alkylamino, alkylsulfonyl, alkylsulfonamido, 
sulfonamidoalkyl, suVonamidoaryl, alkylthio, carboxyalkyl, carboxamido, 
aminocarbonyl, aryl ankheteroaryl; 
R 15 is chosen from hydrogen, alkV aryl, alkylaryl, heteroaryl, alkylheteroaryl, 
1 5 substituted alkyl, substituteoWyl, substituted alkylaryl, substituted heteroaryl, 

and substituted alkylheteroaryl) 
R 16 is chosen from alkoxy, amino, alkylSttiino, dialkylamino, N-heterocyclyl and 

substituted N-heterocyclyl; 
with the proviso that when R 3 is R IS -NH- attaWd to carbonyl, both of R 2 and R« must 
20 be other than hydrogen. 

32. compound according to claim 3 1 wherein 

R, is chosen frorriVdrogen, alkyl, aryl, substituted alkyl, substituted aryl, heteroaryl, 
substituted heteroaryl, alkylaryl, alkylheteroaryl and substituted alkylaryl; 

R 2 is chosen from hydrogefl^ilkyl and substituted alkyl; 
25 R 2 ' is hydrogen; 

R 3 is chosen from alkyl, aryl, aS^f^hheteroaryl, substituted aryl, substituted alkyl, 
substituted heteroaryl, oxaalkjpS^^stituted oxaalkylaryl, R ls O- and R l5 - 
NH-; 

R, is chosen from alkyl, aryl, alkylaryl, alkylher^roaryl, substituted alkyl, substituted 
30 aryl, and R, 6 -alkylene-; 
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5 1 s 



ru 



« is hydrogen; 

R^R 7 and R 8 are independently chosen from hydrogen, halogen, methyl and 

trifluoromethyl; 
R 15 is chosen from alkyl, aryl and substituted aryl; 
5 R I6 is chosen from alkoxy, amino, alkylamino, dialkylamino and N-heterocyclyl. 

3 3 . \A compound according to claim 3 1 of formula: 




34. A compound accVding to claim 33 wherein R, is chosen from 
hydrogen, lower alkyl, substitute^ower alkyl, benzyl, substituted benzyl, phenyl, 

1 0 naphthyl and substituted phenyl. 

35. A compound according to claim 34 wherein R, is chosen from 
hydrogen, ethyl, propyl, methoxyethyl, d^Miyl, phenyl, bromophenyl, chlorophenyl, 
methoxyphenyl, ethoxyphenyl, tolyl, dimethylphenyl, chorofluorophenyl, 
methylchlorophenyl, ethylphenyl, phenethy\benzyl, chlorobenzyl, methylbenzyl, 

1 5 methoxybenzyl, tetrahydrofuranylmethyl and (ethoxycarbonyl)ethyl. 

36. A compound according to claim 33\ wherein R 2 is chosen from 
hydrogen, lower alkyl and substituted lower jdkyl, had R 2 ' is hydrogen. 

37. A compound according to claim 3^^^r^in R 2 is chosen from 
hydrogen, methyl, ethyl, propyl, methylthioethyl, faniribbdyl, (CBZ)aminobutyl, 

20 cyclohexylmethyl, benzyloxymethyl, methylsulfinylethy^methylsulfinylmethyl, 
hydroxymethyl, benzyl and indolylmethyl. 
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38. A compound according to claim 33 wherein R 3 is chosen from C,-C, 3 
alk\l; substituted lower alkyl; phenyl; naphthyl; phenyl substituted with one or more 
halo\>wer alkyl, loweralkoxy, nitro, carboxy, methylenedioxy, or trifluoromethyl; 
biphenyWU benzyl; phenoxymethyl; halophenoxymethyl; phenylvinyl; heteroaryl; 

5 heteroaryrsubstituted with lower alkyl; and benzyloxymethyl. 

39. \a compound according to claim 38 wherein R 3 is chosen from ethyl, 
propyl, chloropropyl, butoxy, heptyl, butyl, octyl, tridecanyl, (ethoxycarbonyl)ethyl, 
dinietliylaminoethV dimethylaminomethyl, phenyl, naphthyl, halophenyl, 
dihalophenyl, cyanophenyl, halo(trifluoromethyl)phenyl, chlorophenoxymethyl, 

10 methoxyphenyl, carboxWienyl, ethylphenyl, tolyl, biphenylyl, 

methylenedioxyphenyl, mfethylsulfonylphenyl, methoxychlorophenyl, 
chloronaphthyl, methylhaloVenyl, trifluoromethylphenyl, butylphenyl, pentylphenyl, 
methylnitrophenyl, phenoxyrnWhyl, dimethoxyphenyl, phenylvinyl, 
nitroclilorophenyl, nitrophenyl, (Hnitrophenyl, bis(trifluoromethyl)phenyl, 

1 5 benzyloxymethyl, benzyl, furanyl\enzofuranyl, pyridinyl, indolyl, methylpyridinyl, 
quinolinyl, picolinyl, pyrazolyl, and ittudazolyl. 

40. A compound according toVlaim 33 wherein R, is R 1S -NH- and R 15 is 
chosen from lower alkyl; cyclohexyl; phenyl; and phenyl substituted with halo, lower 
alkyl, loweralkoxy, or lower alkylthio. 

20 41 . A compound according to claim 40 wherein R t5 is chosen from 

isopropyl, butyl, cyclohexyl, phenyl, bromophenyk diclilorophenyl, methoxyphenyl, 
ethylphenyl, tolyl, trifluoromethylphenyl and methylttiiophenyl. 

42. A compound according to claim 3^=^|ie^em R, is chosen from lower 
alkyl, substituted lower alkyl, cyclohexyl; phenyl suba^^a^with hydroxy, lower 
25 alkoxy or lower alkyl; benzyl; heteroarylmethyl; hetertoarylethyl; heteroarylpropyl and 
R 16 -alkylene-, wherein R 16 is amino, lower alkylamino)di(lo^er alkyl)amino, lower 
alkoxy, or N-heterocyclyl. 
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43. A compound according to claim 42 wherein R 4 is chosen from methyl, 
elhyl, propyl, butyl, cyclohexyl, carboxyethyl, carboxymethyl, methoxyethyl, 
hy\oxyethyl, hydroxypropyl, dimethylaminoethyl, dimethylaminopropyl, 
dieth^minoethyl, diethylaminopropyl, aminopropyl, methylaminopropyl, , 2,2- 
dimeth\-3-(dimethylamino)propyl, 1 -cyclohexyl-4-(diethylamino)butyl 9 aminoethyl, 
aminobutk, aminopentyl, aminohexyl, aminoethoxyethyl, isopropylaminopropyl, 
diisopropyla^ninoethyl, l-methyl-4-(diethylamino)butyl, (t-Boc)aminopropyl, 
hydroxyphenyk benzyl, methoxyphenyl, methylmethoxyphenyl, dimethylphenyl, 
tolyl, ethylphenyL (oxopyrrolidinyl)propyl, (methoxycarbonyl)ethyl, 
benzylpiperidinyl\yridinylethyl 5 pyridinylmethyl, morpholinylethyl 
morpholinylpropyl,\peridinyl, azetidinylmethyl, azetidinylpropyl pyrrolidinylethyl, 
pyrrolidinylpropyl, pip^ridinylmethyl, piperidinylethyi, imidazolylpropyl, 
imidazolylethyl, (e%lpWolidinyl)methyl, (methylpyrrolidinyl)ethyl, 

nvl\ 
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ethylpiperazinyl)propyl, furanylmethyl and 




(metliylpiperidinyl)propyl, 
indolylethyl. 



44. A compound according to claim 33 wherein 
R, is chosen from lower alkyl, bei^yl, substituted benzyl and substituted phenyl; 
R 2 is chosen from hydrogen, alkyl, substituted lower alkyl and benzyl; 
R 2 ' is hydrogen; 

R 3 is chosen from substituted phenyl andWphthyl 
Rt is chosen from substituted alkyl and R 16 \lkylene 
R 5 is hydrogen or halo 
R^ is hydrogen, methyl or halo; 
R 7 is hydrogen, halo, methyl or trifluoromethyl; 
R 8 is hydrogen or halo; 

R 16 is chosen from di(lower alkylamino), (lower 

and substituted N-heterocyclyl. 

45. A compound according to claim 3 1 ^herein 
R, is benzyl or halobenzyl; 
R 2 is chosen from ethyl and propyl; 
R 2 5 is hydrogen; 




Ino, amino N-heterocyclyl 
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« is substituted phenyl; 
r\s substituted phenyl; 
R 3> . Substituted phenyl; 

R 4 is (CH 2 ) m OH or (CH 2 ) p R 16 wherein m is 2 or 3 and p is 1-3; 



5 R 5 is hyc 



>en; 



10 



Rg is hydroj 
R 7 is halo; 
Rg is hydrogen; 

R 16 is chosen fromVnino, propylamino, and azetidinyl. 

46. A cornpound according to claim 3 1 of formula: 



15 



20 



R 2 V 

Re 

so 2 ^ " 
R* 

47. A compound according to claim 46 wherein: 
R, is chosen from hydrogen, lower alkyl Vbstituted lower alkyl, benzyl, substituted 

benzyl, phenyl, naphthyl and substituted phenyl; 
R 2 is chosen from hydrogen, lower alkyl and\ubstituted lower alkyl and R 2 ' is 
hydrogen; 

R 3 . is chosen from C,-C 13 alkyl; phenyl; naphthyV phenyl substituted with halo, lower 

alkyl, lower alkoxy, nitro, methylen§|fe5^|pr trifluoromethyl; biphenylyl, 

benzyl and heteroaryl; and 
R 4 is chosen from lower alkyl, substituted lower allUVycloWyl; phenyl substituted 

with hydroxy, lower alkoxy or lower alkyl; bV^K 1 ". heteroarylmethyl; 

heteroarylethyl; heteroarylpropyl and R, 6 -alkylen& wherein 
R 16 is amino, (lower alkyl)amino, di(lower alkyl)amino, lowsr alkoxy, or N- 

heterocyclyl. 
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48. A compound according to claim 47 wherein 
R, ^chosen from lower alkyl, benzyl, substituted benzyl and substituted phenyl; 
R 2 is hydrogen or lower alkyl; 
R 2 ' is hyfeogen; 

R 3 is chosek from substituted phenyl and naphthyl; 
K 4 is R 16 -alkytene-, hydroxy(lower alkyl) or carboxy (lower alkyl); 
R 7 is hydrogen,\luoro, chloro or methyl; 
R 5 Re and R 8 are hVdrogen; 

R I6 is chosen from d\lower alkyl)amino, (lower alkyl)amino, amino, pyrrolidinyl and 
piperidinyl. 



49. A compound according to claim 3 1 of formula: 



20 




50. A compound according to clWi 49 wherein: 
R 1 is chosen from hydrogen, lower alkyl, sub^ituted lower alkyl, benzyl, substituted 

benzyl, phenyl, naphthyl and substitated\henyl; 
R 2 is chosen from hydrogen, lower alkyl and substituted lower alkyl and R 2 5 is 

hydrogen; and 
R4 is chosen from lower alkyl, cyclohexyl; pherf 

alkoxy or lower alkyl; benzyl; heteroarylme^yl; \etel 

heteroarylpropyl and R 16 -alkylene, wherein 

(lower alkyl)amino, amino, lower alkoxy, or N- 



jtuted with hydroxy, lower 

, »arylethyl; 

is di(lower alkyl)amino, 
Leterocyclyl. 



51. A compound according to claim 49 wherein 
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\is chosen from lower alkyl, benzyl, substituted benzyl and substituted phenyl; 
R 2 Ss hydrogen or lower alkyl; 
R 2 ' is\iydrogen; 
R 4 is R^-alkylene-; 
5 R 7 is hydiWen, fluoro, chloro or methyl; 
R 5 Re and IcWe hydrogen; 

R I6 is chosen fW di(lower alkylamino), (lower alkyl)amino, amino, pyrrolidinyl, 
piperidinM, imidazolyl and morpholinyl. 

52. A compound according to claim 3 1 of formula: 

Re 
R 7 



53. A compound according to claim 52 wherein: 
R, is chosen from hydrogen, lower alkyl, substituted lower alkyl, benzyl, substituted 

benzyl, phenyl, naphthyl and substituted phenyl; 
R 2 is chosen from hydrogen, lower alkyl and substituted lower alkyl and R 2 ' is 
15 hydrogen; 

R 3 » is chosen from C r C I3 alkyl; substituted lower alkyl; phenyl; naphthyl; phenyl 
substituted with halo, lower alkyl, lower alkoxy, nitro, methylenedioxy, or 
trifluoromethyl; biphenylyl, benzyl and heterocyclyl; and 
R4 is chosen from lower alkyl, substituted lower alkyl, cyclohexyl; phenyl substituted 
20 with hydroxy, lower alkoxy or lower alkyl; benzyl; substituted benzyl, 

heterocyclyl, heteroarylmethyl; heteroarylethyl; heteroarylpropyl and R l6 - 
alkylene, wherein 

R 16 is di(lower alkyl)amino, (lower alkyl)amino, amino, lower alkoxy, or N- 
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heterocyclyl. 

54. A compound according to claim 53 wherein 
R, is chosen from lower alkyl, benzyl, substituted benzyl and substituted phenyl; 
R 2 is hydrogen or lower alkyl; 
5 R 2 ' is hydrogen; 

R 3 >, is chosen from substituted phenyl, heterocyclyl and naphthyl; 
R« is chosen from subtituted benzyl, heterocyclyl substituted lower alkyl and R l6 - 
alkylene-; 

R^ and R 7 are chosen from hydrogen and halo; 
1 0 R 5 and R 8 are hydrogen; 

R 16 is chosen from di(lower alkylamino), (lower alkyl)amino, amino, pyrrolidino, 
piperidino, imidazolyl and morpholino. 

55. A compound according to claim 54 wherein 
Rt is benzyl; 
15 R 2 is ethyl; 

R 2 ' is hydrogen; 

R r , is chosen from halophenyl, polyhalophenyl, tolyl, dimethylphenyl, 

methoxyphenyl, dimethoxyphenyl, cyanophenyl, trifluoromethylphenyl, 
trifluoromethoxyphenyl, bis(trifluoromethyl)phenyl, carboxyphenyl, t- 
20 butylphenyl, methoxycarbonylphenyl, piperidinyl and naphthyl; 

R 4 is chosen from substituted benzyl, piperidinyl, hydroxy(lower alkyl) and R 16 - 
alkylene-; 

Re and R 7 are chosen from hydrogen and halo; 
R 5 and R 8 are hydrogen; 
25 R 16 is chosen from dimethylamino, amino, pyrrolidinyl and piperidinyl. 



56. A compound accordin^to any of claims 32 to 45, 47, 48, 50, 51 \ 
J% ^ to 55 wherein the stereogenic center to wMR 2 and R 2 . are attached is of the R 



56. A compound according^ any of claims 32 to 45, 47, 48, 50, 51 and 53 
vherein 1 
configuration. 

30 57. A compound acSe^^^|Q claim 3 1 wherein said compound is of a 




foim«la as defined in Figure 3. 

A method of screening for KSP kinesin modulators comprising: 
(a)\ combining a kinesin, a candidate bioactive agent and a compound 
chosen from the group consisting of: 



10 



15 




wherein: 

R, is chosen from hydrogen, alkyl, aryl, alkylaryMeteroaryl, alkylheteroaryl, 

substituted alkyl, substituted aryl, substitute^ alkylaryl, substituted heteroaryl, 
and substituted alkylheteroaryl; 
R 2 and R 2 ' are independently chosen from hydrogen, 2&kyl, oxaalkyl, aryl, alkylaryl, 



heteroaryl, alkylheteroaryl, substituted alkyl, subWuted aryl, substituted 
alkylaryl, substituted heteroaryl, and substituted alkylheteroaryl; or R 2 and R/ 
taken together form a 3- to 7-membered ring; 
R 3 is chosen from hydrogen, alkyl, aryl, alkylaryl, heteroar^^^lheteroaryl, 



substituted alkyl, substituted aryl, substituted alkyl 
substituted alkylheteroaryl, oxaalkyl, oxaalkylaryl, 
R I5 0- and R I5 -NH-; 



lAubsQtuted heteroaryl, 
substituted oxaalkylaryl, 
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K y is\hosen &om hydrogen, alkyl, aryl, alkylaryl, heteroaryl, alkylheteroaryl, 

Substituted alkyl, substituted aryl, substituted alkylaryl, substituted heteroaryl, 

substituted alkylheteroaryl and R 15 -NH-; 
R 3 „ is chosekfrom alkyl, aryl, alkylaryl, heteroaryl, alkylheteroaryl, substituted alkyl, 

substituted aryl, substituted alkylaryl, substituted heteroaryl, and substituted 

alky lhetek) aryl; 

is chosen from\ydrogen, alkyl, aryl, alkylaryl, heteroaryl, alkylheteroaryl, 

substituted alWl, substituted aryl, substituted alkylaryl, substituted heteroaryl, 

substituted alkylheteroaryl, and R 16 -alkylene-; 
R 5 , R«, R? and R s ^ independently chosen from hydrogen, alkyl, alkoxy, halogen, 

fluoroalkyl, nitro, dSalkylamino, alkylsulfonyl, alkylsulfonainido, 

sulfonamidoalkyl, su^onamidoaryl, alkylthio, carboxyalkyl, carboxamido, 

aminocarbonyl, aryl ancMaeteroaryl; 
R I5 is chosen from hydrogen, alkV aryl, alkylaryl, heteroaryl, alkylheteroaryl, 

substituted alkyl, substituted aryl, substituted alkylaryl, substituted heteroaryl, 

and substituted alkylheteroaryl; 
R I6 is chosen from alkoxy, amino, alk>4amino, dialkylamino, N-heterocyclyl and 

substituted N-heterocyclyl; and 

(b) determining the effeVt of said candidate bioactive agent on the 
activity of said kinesin. 

59. A method of screening for compounds that bind to KSP kinesin 
comprising: 

(a) combining a kinesin, a candidate bibactive agent and a labeled 
compound chosen from the group consisting of: 

O R 5 \ O 

Ri 





# 





and 

wherein: 

R, is chosen from hydrWn, alkyl, aryl, alkylaryl, heteroaryl, alkylheteroaryl, 

substituted alkyl,\bstituted aryl, substituted alkylaryl, substituted heteroaryl, 

and substituted alkylheteroaryl; 
R 2 and R 2 ' are independently dhosen from hydrogen, alkyl, oxaalkyl, aryl, alkylaryl, 

heteroaryl, alkylheteroaryL substituted alkyl, substituted aryl, substituted 

alkylaryl, substituted heteroWl, and substituted alkylheteroaryl; or R 2 and R,' 

taken together form a 3- to 7-r^embered ring; 
R 3 is chosen from hydrogen, alkyl, aiyl\lkylaryl, heteroaryl, alkylheteroaryl, 

substituted alkyl, substituted aryl, Substituted alkylaryl, substituted heteroaryl, 

substituted alkylheteroaryl, oxaalkylWaalkylaryl, substituted oxaalkylaryl, 

R I5 0- and R, 5 -NH-; 
R r is chosen from hydrogen, alkyl, aryl, alkylark heteroaryl, alkylheteroaryl, 

substituted alkyl, substituted aryl, substituted alkylaryl, substituted heteroaryl, 

substituted alkylheteroaryl and R, 5 -NH-; 
R 3 „ is chosen from alkyl, aryl, alkylaryl, heteroaryl, alkylheteroaryl, substituted alkyl, 

substituted aryl, substituted alkylaryl, substitutedVteroaryl, and substituted 

alkylheteroaryl; 

R, is chosen from hydrogen, alkyl, aryl, alkylaryl, heter^^Mcylheteroaryl, 

substituted alkyl, substituted aryl, substituted alkylaryj^ut^ituted heteroaryl, 
substituted alkylheteroaryl, and R )6 -alkylene-; 

R 5 , Rg, R 7 and R 8 are independently chosen from hydrogen, alkyl, aUcoxy, halogen, 
fluoroalkyl, nitro, dialkylamino, alkylsulfonyl, alkylsulfonanMo, 



• 



sulfonamidoalkyl, sulfonamidoaryl, alkylthio, carboxyalkyl, carboxamido, 
l&mnocarbonyl, aryl and heteroaryl; 
R 15 is chosenWn hydrogen, alkyl, aryl, alkylaryl, heteroaryl, alkylheteroaryl, 

substitated^yl, substituted aryl, substituted alkylaryl, substituted heteroaryl, 
and substituted atk^toeteroaryl; 
R, 6 is chosen from alkoxy, a^^aUcylamino, dialkylamino, N-heterocyclyl and 
substituted N-heter^yel^l^^^^ 

(b) determining W btf^mg of said candidate bioactive agent to 

said kinesin. 
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